Cardiovascular disease (CVD) associated with enhanced atherothrombosis is the leading cause of morbidity and mortality in patients with type 2 diabetes mellitus (T2DM) (1) . Platelet hyperactivity in conjunction with endothelial dysfunction contributes to accelerated atherothrombosis in T2DM (1) (2) (3) . The enhanced platelet reactivity in T2DM is caused by several factors including insulin resistance and chronic hyperglycemia (1) (2) (3) . Although more intensive glycemic control has been shown to reduce the longterm risk of CVD, this treatment is often associated with weight gain and hypoglycemia (4, 5) . Thus, the development of novel antihyperglycemic agents without these negative side effects is needed. In this regard, incretinbased therapies have emerged as important agents in the treatment of T2DM (6) . One such incretin therapy is glucagonlike peptide 1 (GLP-1) receptor agonists (GLP-1RAs) such as exenatide that provide supraphysiological concentrations of GLP-1 that stimulate GLP-1Rs (7) (8) (9) . Another is dipeptidyl peptidase 4 (DPP-4) inhibitors, which prevent the proteolytic breakdown and inactivation of GLP-1 (6) . Both GLP-1RAs and DDP-4 inhibitors improve glycemic control, reduce weight, and limit the risk of hypoglycemia, and thus they are regarded as therapeutic options for glycemic therapy in T2DM.
The clinical trials in T2DM patients with DPP-4 inhibitors and GLP-1RAs suggest that incretin-based therapies generally have neutral CVD outcome profiles in patients with T2DM except for adverse outcomes for a few DPP-4 inhibitors and perhaps an increased propensity for heart failure (6-9). The conventional beneficial effect of GLP1RAs and DDP-4 inhibitors is that GLP-1 restores the glucose sensitivity of pancreatic b-cells by upregulation of glucose transporter 2 and glucokinase (6) . GLP-1 also inhibits pancreatic b-cell apoptosis and stimulates the proliferation and differentiation of insulin-secreting b-cells (6) . In addition, GLP-1RAs inhibit gastric secretion and motility and may reduce appetite (6, 9) . Recent studies have found cytoprotective actions of GLP-1 in different cell types beyond their effect on glucose metabolism. Importantly, emerging evidence suggests that augmentation of GLP-1 using GLP-1 analogs or DPP-4 inhibitors may potentially improve cardiovascular outcomes by controlling the cardiac autonomic nervous system, baroreceptor sensitivity, and the release of atrial natriuretic peptide; reduce systemic vascular resistance; and improve endothelial nitric oxide (NO) signaling in the vasculature (6). We and others have shown that DPP-4 inhibitors improve vascular function in an NO-dependent manner and enhance phosphorylation of Ser1177 in endothelial NO synthase (eNOS) (6, 10, 11) . Impaired endothelial insulin metabolic signaling leading to decreased bioavailable NO is a potential factor contributing to increased platelet hyperactivity (3), suggesting an important role of interaction between DPP-4 inhibition/GLP-1R activation and NO production.
In this issue of Diabetes, Cameron-Vendrig et al. (12) explore the therapeutic effect of a GLP-1RA in the prevention of platelet aggregation and thrombosis by examining the effects of GLP-1R activation on platelet NOmediated reduction in platelet aggregation. The GLP-1RA exenatide increased the release of cAMP and further inhibited platelet aggregation induced by thrombin, adenosine diphosphate, and collagen in a cultured human megakaryocyte cell line (12) . Exenatide also inhibited thrombus formation under flow conditions ex vivo and in normoglycemic and hyperglycemic mice in vivo (10) . However, the effects of exenatide on preventing platelet aggregation and thrombosis were abrogated in both GLP-1R and eNOS knockout mice in vivo (12) . Although endothelial insulin resistance leading to decreased bioavailable NO is a factor in increased platelet hyperactivity, recent studies have shown that the presence of the NO signaling cascade within the platelet also modulates platelet aggregation (13) (14) (15) (Fig. 1) . In this regard, adenylyl cyclase activation increases the levels of cAMP, which activate protein kinase A and phosphorylation/activation of eNOS (1) . The increased NO in platelets stimulates cyclic guanosine monophosphate and protein kinase G by activating soluble guanylyl cyclase, which plays a crucial role in preventing platelet activation/aggregation (1) (Fig. 1) . Therefore, an increase in bioavailable NO, either through endothelial or platelet production, is a critical determinant of platelet function, and this is perturbed in T2DM.
The current study provides new insight regarding the ability of GLP-1RAs to attenuate platelet aggregation and thrombosis by the activation of eNOS and NO production. This is translationally relevant, as GLP-1RA therapy has a potential application for the prevention of thrombotic events such as stroke, myocardial infarction, and deep vein thrombosis, which are common causes of morbidity and mortality in T2DM patients. Although these data highlight a central role of GLP-1RAs in the regulation of eNOS activity and platelet function, several caveats need to be considered. For one, this study did not investigate the direct effects of exenatide on eNOS activity and NO production in vitro and in vivo, which is important in understanding the interaction of GLP-1R and eNOS activation in the prevention of platelet activation. A specific platelet eNOS knockout model would be helpful to provide further evidence for a therapeutic role of GLP-1R-mediated eNOS activation in the reduction of the risk for atherothrombosis in T2DM patients. In this regard, the intrinsic expression of eNOS in platelets remains controversial, as some studies have reported the lack of eNOS activity in platelets (15) (16) (17) . Further, the current study data does not exclude the role of exenatide in the reduction of platelet NO resistance, and it has been shown that platelet NO resistance induced by oxidative stress also plays an important role in thrombus formation in T2DM (18) .
Overall, the data in the current study identify an important role of GLP-1RAs in the regulation of platelet activation/aggregation and provide evidence that the interaction of GLP-1R signaling and eNOS activation plays a role in exenatide inhibition of arterial thrombosis, thus providing a potential novel therapeutic strategy for the reduction in CVD in T2DM patients. Although GLP-1R expression has been shown by gene expression, GLP-1R protein could not be demonstrated in platelets in this study. As commercially available antibodies for GLP-1R have been shown to be nonspecific (19) , the use of GLP-1R knockout mice in future studies is needed (12) . Further studies are warranted to help more definitively understand the incretinbased therapies in the prevention of metabolic disorders and the associated cardiovascular complications in T2DM.
